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Introduction
A growing body of evidence supports differences in the style of medicine practiced by physicians according to their sex and gender. Relative to male physicians, evidence suggests that female physicians spend more time with their patients [1] , provide more counselling about unhealthy behaviours [2] , are more likely to adhere to guidelines [3] and deliver recommended screening [4, 5] , and offer more follow-up care [1] . Taken collectively, these differences suggest that female physicians pursue a more careful and conservative approach to patient management. There is also some evidence that this approach may result in female physicians providing better outcomes including: enhanced management of patients with certain chronic conditions [6] , fewer emergency room visits or hospitalizations [7] , lower hospital readmission and mortality rates [8] , and better postoperative outcomes [9] . In the context of drug prescribing, the most frequent physician intervention, differences in the process of drug prescribing between male and female physicians has not been well described. Initiating a drug therapy at a low-dose is one measure of a more careful and conservative prescribing practice because adverse events are often dose-related [10] . Careful is defined as "applying care, solicitous attention, or pains to what one has to do; heedful, painstaking, attentive to one's work" [11] . Conservative is defined as "conserves, or favours the conservation of, an existing structure or system; designating a person, movement, outlook, etc., averse to change or innovation and holding traditional ideas and values" [12] . Prescribing lowdose therapy is a well-documented practice used to minimize dose-related adverse events while providing benefits [10] . For some frequently used drug therapies, this dose is lower than the lowest manufactured dose and requires pill-splitting [10] . Conventional wisdom in geriatric medicine is "start low and go slow". Where possible drug therapy should be initiated in an older individual at a low-dose [13] . Cholinesterase inhibitor (ChEI) drug therapy provides an excellent model to explore subtle differences in the way that female and male physicians prescribe low-dose drug therapy. First, ChEI therapy is widely used internationally because it is one of the only drugs available for the management of dementia. Second, ChEI therapy provides only modest benefit on cognition, and some evidence challenges the scientific basis for recommending this therapy [14] . Finally, this therapy is associated with dose-related adverse events [15] . As such there is little urgency to achieve a maximum therapeutic dose quickly, making it important to consider a more careful and conservative approach to drug initiation to promote patient safety [16] . This model provides the opportunity to learn about the small number of physicians who prescribe a lowerthan recommended staring dose of a ChEI therapy suggesting that they are following a more careful and conservative approach to their prescribing.
To explore more careful and conservative prescribing practices between female and male physicians, we examined incident use of ChEI drug therapy in a population-based cohort of older adults with dementia. Analyses were conducted separately by physician speciality.
Materials and methods

Data sources
We conducted a population-based retrospective cohort study using administrative healthcare data from Ontario, Canada. Ontario has a population of close to 1.8 million adults aged 65 and older who have universal health and drug coverage. These data have been used for a range of studies exploring drug therapy in older adults. [17] [18] [19] All older adults receive universal health coverage that includes most physician services, hospital admissions, and outpatient prescription drugs available through the Ontario Drug Benefit (ODB) Plan. This study used nine administrative healthcare databases that were linked using unique encoded identifiers and analyzed at the Institute for Clinical Evaluative Sciences (ICES). All data in the study were fully anonymized. The information about the patient and physician records is shown in S1 File.
This study was approved by the Research Ethics Board of Sunnybrook Health Sciences Centre.
Cohort definition
All community-dwelling Ontario residents aged 66 years and older with dementia and newly dispensed an oral ChEI drug (donepezil, galantamine, or rivastigmine) between April 1, 2010 and June 30, 2016 were included. The N-methyl-D-aspartate receptor antagonist memantine was not included because it is not reimbursed through the ODB. A lower age limit of 66 years was used to allow for at least one year of enrolment in the ODB program. The index date was the first dispensed ChEI in the time window. New users were defined as those who had not received another ChEI prescription in the year prior to index. To be considered communitydwelling, individuals could not reside in a nursing home in the year prior to initiating ChEI therapy. Nursing home residents were excluded because they differ from older adults in the community in several ways including their frailty, comorbidity, as well as the lower likelihood of newly initiating a ChEI. A validated data algorithm [20] based on hospital diagnoses, physician records, and prescription drug claims was used to identify individuals with prevalent dementia [20] .
These physician identifiers permit linkage with the ICES Physician Database. We excluded patients whose physician identifier was missing or whose profile did not include their sex.
Primary outcomes: More careful and conservative prescribing practice
The primary outcome measure was the initiation of low-dose ChEI therapy and defined as a lower-than-recommended starting dose. For ChEI therapy, some resources recommend taking a more careful and conservative approach and starting at lower-than-recommended starting doses [21, 22] . This is because like many drug therapies, ChEI adverse events are dose-related [15] . For example, the donepezil product monograph [23] recommends not increasing the dose for frail older women beyond the recommended starting dose (i.e. 5 mg) [24] to prevent dose-related adverse events.
The initial dose of the ChEI therapy was calculated using information available from ODB including the quantity of the drug dispensed (e.g. number of tablets), the number of days supplied, and the drug identification number (DIN). The DIN signifies information about each drug including strength. For example, if a patient was dispensed a 30-day supply of a 5 mg tablet of donepezil and given 30 tablets, their dose was classified as 5 mg per day.
Each ChEI therapy was assigned to one of three mutually exclusive dose categories: lowerthan-recommended starting dose, recommended starting dose, higher-than-recommended starting dose based on dosing recommendations provided in standard drug prescribing textbooks [24] , the product monographs [15, 23, 25] and using an approach followed in our prior research [26] (S1 Table) .
Secondary outcomes: Cardiac screening and shorter duration of prescription
Screening for possible cardiac contraindications to ChEI use prior to the index date was considered as secondary outcome and considered as an additional aspect of a more careful and conservative practice. This is because ChEI therapy can cause bradycardia or syncopal episodes [27] . Product monographs for donepezil [23] , galantamine [15] and rivastigmine [25] recommend that ChEI should not be used in those with cardiac conduction abnormalities [24] . Our hypothesis was that a more careful and conservative prescriber would screen for these cardiac contraindications prior to initiating ChEI. This measure was operationalized as evidence of cardiac screening (i.e. an assessment by a cardiologist, an electrocardiogram (ECG), or a Holter monitor) obtained in the six months prior to initiating a ChEI therapy. The six-month time period was selected because we believed it represented a time period where the assessments would be considered current.
Dispensing initial prescription for a short duration, which may facilitate monitoring of adverse events, was also considered as a measure of a more careful and conservative practice. The ChEI drug monograph recommends monitoring closely following drug initiation to avoid or decrease adverse events [23] . Our hypothesis was that a more careful and conservative prescriber would give a short duration of initial ChEI. Specifically, we measured the length in days that the initial ChEI prescription was dispensed and less than 30 days was defined as a short duration.
Covariates
Physician characteristics. Physician characteristics included age, years in practice, Canadian versus international medical graduate status, specialty (i.e. family medicine/general practice, dementia specialist (i.e. geriatric medicine, neurology, psychiatry) or non-dementia related specialist, and location of practice (i.e. urban or rural [28] ).
Patient characteristics.
Patient demographic characteristics included their sex, age at index date, low-income status (according to eligibility for a low-income subsidy in the ODB), and urban versus rural residence. Time since the first documentation of dementia was measured as days between when an individual first met the criteria for the dementia algorithm and the index prescription date. Comorbidity at the time of the index prescription was measured using the Johns Hopkins Aggregated Diagnosis Groups (ADGs) system (version 10.0.1) over a two-year look-back period [29] .
Statistical analyses
Within each group, the distribution of all baseline covariates between male and female physicians was examined and a 0.10 cut-off in standardized differences, or a 10% difference, was used to identify an imbalance between groups [30, 31] .
To examine the association between physician sex and the initial dose of the incident ChEI, we used a generalized linear mixed regression model. The model was adjusted for patient characteristics. To account for potential correlation between patient outcomes within the same physician, the models incorporated physician-specific random effects. We were selective in the inclusion of physician characteristics in our models to avoid correcting for factors that may reflect the gender differences that we are trying to study. As such, our analyses were stratified based on medical specialty because the characteristics of the physician and their patients differed by specialty.
We took two steps to evaluate whether differences in dose dispensed between female and male physicians could be accounted for by other physician characteristics. First, we stratified our analyses by specialty (family medicine, dementia specialists, or non-dementia specialists) because our preliminary analyses showed differences between speciality groups in their demographic characteristics and prescribing practices. Second, we adjusted for physicians' number of years practicing medicine.
Chi-square tests were used to assess the association between prescriber sex and each of the secondary outcomes (cardiac screening and shorter duration of initial prescription).
Analyses were performed using SAS statistical software, version 9.4 (SAS Institute, Cary, North Carolina).
Results
Demographic characteristics
The cohort included 73,111 community-dwelling older adults with dementia who were 66 years of age and or older and were newly dispensed a ChEI; 43,572 (59.6%) were women and 29,539 (40.4%) were men (Table 1) .
Physician characteristics
A total of 9,254 physician prescribers of ChEI therapy were identified (3,443 (37.2%) female and 5,811 (62.8%) male physicians). At the time of the first ChEI prescription for the patients in the cohort, male physicians had been in practice longer (median 30 years) than their female counterparts (median 22 years, standard difference [SDif] = 0.66). Compared to male physicians, females were younger (median age: 49 vs. 58, SDif = 0.67), more likely to be in family medicine (86.5% vs 81.6%, SDif = 0.15), had fewer patients initiated on ChEI (median number: 3 vs. 4, SDif = 0.25) and were more likely to care for female patients (65.6% vs 56.8%, SDif = 0.18).
Use of a lower-than-recommended initial dose of ChEI therapy differed by physician specialty. Among those in family medicine, 4.1% dispensed the initial ChEI therapy at a lower- than-recommended dose, compared to 6.1% of dementia specialists (Table 2) . Further, the rate of lower-than-recommended initial dose therapy use differed within dementia specialists, with geriatricians having the highest rate of lower-than-recommended initial dose prescribing (7.7% in geriatric medicine, 6.8% in psychiatry, and 1.5% in neurology).
Differences between prescribing patterns of male and female physicians
Primary outcome. Among all 9,254 physicians, female physicians were significantly more likely than male physicians to initiate ChEI therapy at a lower-than-recommended initial dose (6.1%% vs 4.1%) and the adjusted odds ratio (AOR) was 1.34 (95% confidence interval (CI) = 1.08-1.65) ( Table 3) . Among the 7,718 family medicine physicians, female physicians were significantly more likely than male physicians to initiate ChEI therapy at a lower-than-recommended initial dose (5.2% vs 3.7%) and the AOR was 1.31 (95% CI = 1.06-1.62) ( Table 3 ). The trend was similar for dementia specialists (AOR = 3.68, 95% CI = 2.47-5.49), but not for nondementia specialists (AOR = 1.27, 95% CI = 0.69-2.34). Among the 739 dementia specialists, sex-specific differences were similar but higher than those found in family medicine alone (geriatricians (AOR = 2.76, 95% CI = 1.39-5.51), psychiatrists (AOR = 3.00, 95% CI = 1.48-6.08), and neurologists (AOR = 3.25, 95% CI = 1.73-6.11).
Secondary outcomes. Both female family physicians and specialists were more likely to have patients who had a cardiac screening prior to initiating a ChEI (55.1% vs. 49.2%, Pvalue<0.001). (Table 2) .
Overall, female physicians were more likely to prescribe a shorter duration (30 days or less) of initial ChEI prescription (41.8% vs. 35.5%, P-value<0.001). Among the family medicine physicians, dementia and non-dementia specialists, female physicians were more likely to prescribe a shorter duration (30 days or less) of initial ChEI prescription (37.3% vs. 34.3%, Pvalue<0.001 for family medicine, 48.7% vs. 38.5%, P-value<0.001 for dementia specialist, and 44.4% vs. 34.5%, P-value<0.001 for non-dementia specialists).
Discussion
Our study is among the first to demonstrate statistically significant and consistent differences in prescribing patterns between female and male physicians. This suggests that female prescribers have a tendency towards more careful and conservative prescribing practices when prescribing a widely used dementia drug therapy. This finding was consistent whether they were family medicine physicians, dementia specialist or other types of specialists. More specifically, our data indicate that female physicians were more likely than male physicians to follow the geriatric medicine maxim "start low and go slow" and prescribe a lower-than-recommended starting dose. We also demonstrated a similar pattern with other closely related measures. Specifically, patients prescribed ChEI by female physicians were more likely to have had cardiac screening (prior assessment by a cardiologist or ECG or Holter monitor) and to be dispensed a shorter duration of medication thereby facilitating monitoring for adverse events. We are unaware of prior research that has studied sex and gender differences between male and female physicians in the prescribing process. Our findings concur with interdisciplinary research on sex and gender differences in risk perception and behaviour [32] . A meta-analysis examining 150 studies comparing risk-taking tendencies of men and women showed that almost all types of risk-taking were more frequent in men [33] . A study of college students asked men and women to report their perception and preferences related to risk-taking scenarios. Women were less likely to take risks and this was related to a perceived likelihood of a negative outcome [34] . This may be relevant to adverse drug events as they are perceived as a negative outcome. There is a suggestion from the financial sector research that women take fewer risks than men [35, 36] . A study from the investment industry found that women made smaller investments in risky assets than men [37] . Risk aversion, whether financial or in medical practice, may be a more frequent behaviour of women. Initiating a drug therapy at a lowdose, providing advanced cardiac screening for vulnerable patients, and providing the initial prescription for a shorter period of time may also be consistent with evidence suggesting that women are more cautious about preventing adverse drug events, and as such more careful and conservative prescribers.
Our results add to the growing evidence that there are differences in the processes of care received by patients managed by female physicians. This past year, Tsugawa et al [8] examined the outcomes of older hospitalized patients treated by internists. They found that those treated by female internists had lower mortality and readmission rate compared to similar patients cared for by male internists. Further, Wallis et al [9] found that patients treated by female surgeons had a decrease in 30-day mortality. Our study suggests these differences also exist for the process of drug prescribing. While we do not know if these differences in prescribing processes will also lead to improved outcomes, these findings will inform future research designed to determine if patients receiving lower-than-recommended initial doses also have better outcomes. We do know that adverse events are often related to the drug ordering and monitoring phase of the prescribing process [38] . It is important to understand these subtle prescribing differences so that we can apply this information to improve prescribing practices more generally.
Our choice of a lower-than-recommended initial dose as a measure of more careful and conservative prescribing is supported by our findings that geriatricians and other dementia specialists were more likely to initiate ChEI at low doses. Geriatricians are specialized in the care of older adult. They have had specialist training and education about how best to prescribe to vulnerable older adults. Thus, geriatricians' prescribing practices for those with dementia could be regarded as the model to follow when prescribing for this population. For instance, geriatricians are taught to follow the start low and go slow philosophy when prescribing, particularly when the medication being prescribed is discretionary.
Prescribing a lower-than-recommended initial dose of a ChEI was not common in any specialty groups in our study. As expected, the vast majority (more than 80%) of prescribers were in family medicine. While dementia specialists are the group most likely to prescribe low-dose therapy, they account for only 1.3% of all prescribers. Given that relatively few older adults receive care from a geriatricians, it is important that geriatricians develop strategies to share their expertise in caring for the most vulnerable older adults more broadly [25] .
Limitations
First, we acknowledge that we focused on the use of ChEI therapy and recognize that this is only one type of drug therapy. Future research should explore this prescribing pattern for other widely used drug therapies where a more careful and conservative approach may be justified. Irrespective, ChEI therapy is prescribed to millions of older people globally, and as such subtle differences in prescribing processes could have a large impact at the population level. Second, there are many measures that could be used to evaluate more careful and conservative prescribing. We selected prescribing of lower-than-recommended doses of ChEI as our primary outcome measure. We recognize that the decision to initiate a therapy at this lowerthan-recommended dose in an older person needs to be considered in the clinical context. For example, we recognize that starting low and being slow to titrate the dose could delay the modest benefit observed at the higher therapeutic doses. On the other hand, when prescribing a therapy of modest benefit such as a ChEI, it is important to do so in a way that minimizes the development of adverse events that may negatively impact quality of life and lead to the premature decision to discontinue the therapy before there is an opportunity for it to realize any benefit. Third, we used evidence of having a cardiac screening prior to initiating a ChEI as a measure of carefulness. While we do not know if the physician doing the prescribing ordered these investigations, we do know that the investigations were obtained prior to the prescription being dispensed. Finally, we identified providing an initial prescription of a shorter duration as a way to estimate closer monitoring. We acknowledge that receipt of a longer prescription does not preclude follow up. In some cases follow-up may happen in ways that are difficult to detect with administrative data such as by community pharmacists or by nurses or there could be physician follow up visits scheduled prior to the prescription renewal. Irrespective dispensing a shorter initial duration of the prescription is one way to facilitate the monitoring process.
Our study provides important new information about prescribing behaviours. Lessons learned from the more risk-averse, and more careful and conservative prescribing by female physicians, may help to inform better prescribing for all. When prescribing a therapy of modest benefit such as a ChEI, it is important to do so in a way that minimizes the development of adverse events that may impair quality of life. Given the frequency of prescribing for older adults, achieving this more careful and conservative approach to prescribing needs to be considered.
Conclusions
Using a large cohort of older adults, our study found a consistent and statistically significant difference in prescribing patterns between female and male physicians. This finding suggests that female physicians may be more careful and conservative in their prescribing practices. This will inform future research to determine if patients receiving lower-than-recommended initial doses also have better outcomes. 
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